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X | in the demand filed with the International Preliminary Examining Authority on: 
, 15 December 1999(15.12.99) 
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in a notice effecting later election filed with the International Bureau on: 



2. The election | X | 
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was not 



made before the expiration of 1 9 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). * 





Authorized officer 


The International Bureau of WIPO 


34, chemin des Colombettes 


Jean-Marc Vivet 


121 1 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 



Form PCT/IB/331 (July 1992) 



3052192 



PATENT COOPERATION TREA 



1 



yi the 

. < FERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: 

WILSON GUNN SKERRETT 
Charles House 
148/9 Great Charles Street 
Birmingham B3 3HT 
GRANDE BRETAGNE 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 



Date of mailing 
(day/month/year) 



06.09.2000 



Applicant 1 s or agenf s file reference 
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IMPORTANT NOTIFICATION 


International application No. 
PCT/GB99/01509 


International filing date (day/month/year) 
01/06/1999 


Priority date (day/month/year) 
29/05/1998 


Applicant 

TISDALE, Michael, John et al. 



1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the international application. 

2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices. 

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article 
39(1)) (see also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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C07K14/00 






Applicant 
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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 5 sheets, including this cover sheet. 

S This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 6 sheets. 



3. This report contains indications relating to the following items: 



Basis of the report 



II 
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III 
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IV 
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VI 
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VII 


□ 


VIII 





Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 



Certain observations on the international application 
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Name and mailing address of the international 
preliminary examining authority: 

^ European Patent Office - P.B. 5818 Patentlaan 2 
ASl NL-2280 HV Rijswijk - Pays Bas 
zZy' Tel. +31 70 340 - 2040 Tx: 31 651 epo nl 
Fax:+31 70 340-3016 


Authorized officer /^^^\ 
Masturzo, P \l Sff 9 1/ 

Telephone No. +31 70 340 2275 



Form PCT/IPEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/GB99/01 509 



I. Basis of th rep rt 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -44 as originally filed 

Claims, No.: 

1-30 as received on 07/07/2000 with letter of 07/07/2000 

Drawings, sheets: 

1/10-10/10 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/GB99/01 509 



V. 



R as ned stat m nt und r Article 35(2) with r gard t n velty, inv ntiv st p or industrial 
applicability; citations and explanati ns supp rting such statem nt 



1. 



Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



1-30 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-9, 11, 27-28 
10,12-26,29-30 



Industrial applicability (IA) 



Yes: 
No: 



Claims 
Claims 



1-18,21-30 
19-20 



2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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INTERNATIONAL PRELIMINARY International application No. PCT/GB99/01 509 

EXAMINATION REPORT - SEPARATE SHEET 



Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

Reference is made to the following document: 

D1: Proc. Natl. Acad. Sci. USA 94, pages 4626-4630 (1997). 

1) D1 (see page 4627, left column) reveals the existence of both polyclonal and 
monoclonal antibodies against the lipid mobilizing factor of the present application, 
which is identified with a known protein. There is however no hint to the use of these 
antibodies to fight tumors; therefore claims 27 and 28 considered to be novel, as the 
other claims are, under Art. 33(2) PCT. 

2) For the assessment of the present claims 19-20 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound for 
the manufacture of a medicament for a new medical treatment. 

3) The problem underlying the present application consists in the provision of an 
alternative lipid-mobilizing agent. The problem could be considered as solved by the 
protein whose sequence is provided in claim 1. Even though demonstration of the 
activity of one shorter fragment has been disclosed in Figure 12 and page 31, claim 10 
concerns all fragments deriving from enzymatic degradation of the lipolytic agent 
concerned. It is too broad and moreover contradictory with claim 7, where it is stated 
that chymotrypsin treatment abolishes biological activity. Therefore claim 10 and 12-26, 
as well as claims 29-30 as far as referred to claim 10, are objected to under Art. 33(3) 
PCT for plausibility reasons. 
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INTERNATIONAL PRELIMINARY International application No. PCT/GB99/01 509 
EXAMINATION REPORT - SEPARATE SHEET 



Re Item VIII 

Certain observations on the international application 

Claim 10 is objected to under Art. 6 and Rule 6 PCT, as it appears to be unsupported 
by the description and contradictory. In fact claim 7 discloses that chymotrypsin 
abolishes biological activity, whereas all fragments derived from enzymatic 
fragmentation are covered. Moreover the applicant provides only one example of an 
active fragment, whereas the very generic term "enzymatic degradation 1 ' might cover 
also shorter fragments derived from a degradation with a less specific protease. 
Claims 4-5 refer to derivatives of Zn-alpha2-glycoprotein which are only generically 
defined; their structure is undefined and the modifications brought forth on the parent 
molecule are only generically defined. These claims are therefore to be considered 
"open-ended" ones and as such objectionable under Art. 6 and Rule 6 PCT because of 
their genericity. 
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CLAIMS 

1. A biologically active lipid mobilising agent for use in therapy which 
has an apparent molecular mass M r as determined by gel exclusion 
chromatography greater than 6.0 kDa, and which is capable of inducing 

5 lipolysis in mammalian adipocytes, characterised in that it has the properties 
and characteristics of a Zn-a2-glycoprotein. 

2. A purified biologically active lipid mobilising agent as claimed in 
Claim 1 for use in therapy characterised in that it is substantially free of 
proteolytic activity and consists essentially of a glycosylated polypeptide 

10 having an apparent relative molecular mass M r of about 43kDa as determined 
by its electrophoretic mobility when subjected to 15% SDS-PAGE 
electrophoresis and having homology in amino acid sequence with the amino 
acid sequence (SEQ ID No: 1) of human plasma Zn-a2 - 8 1 y co P rotein - 

3. A lipid mobilising agent as claimed in Claim 2 further characterised in 
15 that it is obtainable by a process that includes sequential steps of subjecting 

biological material to ion exchange chromatography, exclusion 
chromatography, and then to hydrophobic interaction chromatography, said 
biological material being urine from a cancer cachexia patient or an extract of a 
culture of a MAC 16 tumour cell line deposited under the provisions of the 
20 Budapest Treaty in the European Collection Of Animal Cell Cultures (ECACC) 
under an Accession No. 89030816. 

4. A biologically active lipid mobilising agent as claimed in Claim 1 for 
therapeutic use which is a glycosylated polypeptide wherein the polypeptide 
moiety is selected from one of the following groups: 

25 a) a polypeptide having the amino acid sequence of a Zn-ct2~ 

glycoprotein; 

b) a polypeptide which in respect to (a) is deficient in one or more 
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amino acids that do not significantly affect the lipid mobilising or 
lipolytic activity; 

c) a polypeptide in which in respect to (a) one or more amino acids 
are replaced by a different amino acid or acids that do not 

5 significantly affect the lipid mobilising or lipolytic activity; 

d) a polypeptide in which in respect to (a) there is incorporated a 
plurality of additional amino acids which do not interfere with the 
biological lipolytic activity. 

5. A biologically active lipid mobilising agent for use in therapy as 

10 claimed in Claim 1 consisting essentially of a glycoprotein that has a 
polypeptide amino acid sequence homologous with the amino acid sequence 
(SEQ ID No: 1) of human plasma Zn-a2*gly co P rote ™» or with a variant thereof 
which is modified by minor additions, deletions, or substitutions that do not 
substantially affect its lipid mobilising activity in biological systems. 

15 6. A lipid mobilising agent for use in therapy as claimed in Claim 4 or 5 
further characterised in that it has an apparent relative molecular mass M r of 
about 43kDa as determined by its electrophorectic mobility when subjected to 
15% SDS-PAGE electrophoresis. 

7. A lipid mobilising agent for use in therapy as claimed in any one of 
20 Claims 1 to 6 further characterised in that when subjected to digestion with 

chymotrypsin its lipid mobilising properties are destroyed. 

8. A lipid mobilising agent for use in therapy as claimed in any one of 
Claims 1 to 7 further characterised in that it has the potential in v£/ro to 
stimulate adenylate cyclase activity in a guanine triphosphate (GTP) dependent 

25 process upon incubation with murine adipocyte plasma membranes. 

9. A lipid mobilising agent foi use in therapy as claimed in any one of 
Claims 1 to 8 further characterised in that it has substantially the same 
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immunological properties as human Zn-<X2~glycoprotein. 

10. A biologically active lipid mobilising agent for use in therapy which is 
capable of inducing lipolysis in mammalian adipocytes characterised in that it 
has an apparent molecular mass M r as determined by gel exclusion 

5 chromatograph greater than 6.0kDa and is obtainable by subjecting the lipid 
mobilising agent claimed in any one of the preceding claims to fragmentation 
by enzymatic degradation. 

11. A biologically active lipid mobilising agent as claimed in Claim 10 for 
use in therapy that is a fragment of a glycoprotein or glycosylated polypeptide 

10 which is a component of the lipid mobilising agent claimed in any one of 
Claims 1 to 9 produced by digesting the latter with trypsin 

12. A lipid mobilising agent for use in therapy as claimed in any one of the 
preceding claims further characterised in that it is substantially free of 
proteolytic activity - 

15 13. A lipid mobilising agent for use in therapy as claimed in any one of the 
preceding claims further characterised in that the polypeptide chain of the 
polypeptide component has an N-tenninus blocked by a pyroglutamate residue. 

14. A lipid mobilising agent for use in therapy as claimed in any one of the 
preceding claims further characterised in that the lipid mobilising activity is 

20 destroyed by periodate treatment, 

15. Use of a lipid mobilising agent as claimed in any of the preceding 
claims for the manufacture of a medicament useful in human medicine for 
treating conditions of overweight or obesity and/or for stimulating muscle 
development. 

25 16. A method of isolating and purifying a lipid mobilising agent having the 
properties and characteristics of a Zn-a2- glycoprotein, said method comprising 
subjecting an extract of a cachexia-inducing tumour or of a culture of a 
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cachexia-inducing tumour cell line, or a sample of urine or other body fluid of a 
mammal bearing a cachexia-inducing tumour, to a combination of ion 
exchange, gel filtration size exclusion chromatography, and hydrophobic 
interaction chromatography, and recovering a single product or molecular 
5 species having an apparent relative molecular mass of 43kDa, as determined by 
15% SDS-PAGE electrophoresis, which is substantially free of proteolytic 
activity. 

17. A pharmaceutical composition for use in treating mammals, said 
composition containing as the active constituent an effective therapeutic 

10 amount of a lipid mobilising agent as claimed in any one of Claims 1 to 14, 
together with a pharmaceutical acceptable carrier, diluent or excipient, 

18. A pharmaceutical composition as claimed in Claim 17 which is an 
injectable formulation incorporating a carrier in the form of a pharmaceutical^ 
acceptable injection vehicle. 

15 19. A method of treating a mammal to bring about a weight reduction or 
reduction in obesity, said method comprising administering to the mammal in 
need of such treatment a therapeutically effective dosage of a lipid mobilising 
agent as claimed in any one of Claims 1 to 14. 

20. A method of treating a mammal to bring about a weight reduction or 
20 reduction in obesity, said method comprising administering to the mammal in 

need of such treatment a therapeutically effective dosage of a glycoprotein 
identical to or homologous with human Zn-ct2-glycoprotcin, or an effective 
lipolytically active fragment thereof which has an apparent molecular mass Mr 
as determined by gel exclusion chromatography that is greater than 6.0kDa, 
25 substantially free of any proteolytic activity. 

21. A diagnostic method for detecting the presence of a tumour in a 
mammal and/or for monitoring the progress of treatment of such a tumour, said 
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method comprising taking fr m said mammal a sample of urine, blood serum or 
other body fluid and testing to detect the presence of and/or to measure the 
amount therein of Zn-tt2-giycoprotein. 

22. A diagnostic method as claimed in Claim 21 wherein the testing is 
5 carried out by use of a biochemical reagent capable of specifically recognising 

and binding to Zn-(X2-gly c oprotein. 

23. A diagnostic method as claimed in Claim 22 wherein the biochemical 
reagent is a monoclonal or polyclonal antibody. 

24. A diagnostic method as claimed in any one of Claims 21 to 23 further 
10 characterised in that it is applied to a sample of urine. 

25 . A diagnostic kit for carrying out the method of Claim 21 or 22, said kit 
comprising a receptacle for receiving the sample of body fluid, a biochemical 
reagent for detecting Zn-a2-glycoprotein, and instructions for use of said kit. 

26. Use of a lipid mobilising agent as defined in any one of Claims 1 to 14 
15 for producing antibodies for use as a diagnostic detecting agent for use in 

therapy as inhibitors or antagonists to the lipid mobilising agent causing 
cachexia in cancer patients. 

27. Use of a preparation of antibodies for the manufacture of a medical 
preparation or medicament for the treatment of cachexia-associated cancer 

20 and/or tumours, wherein said antibodies are capable of specifically recognising 
and binding to the lipid mobilising agent claimed in any one of Claims 1 to 14. 

28. Use as claimed in Claim 27 of a preparation of antibodies wherein the 
antibodies are monoclonal antibodies. 

29. Use of a lipid mobilising agent as defined in any one of Claims 1 to 14 
25 for screening and identifying and/or for carrying out investigations of possible 

lipolytic activity inhibiting agents having potential as anti-cachectic or 
antitumour therapeutic agents. 
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30. Use as claimed in Claim 29 wherein samples of possible antagonists 
to, or inhibitors of, the activity of said lipid mobilising agent are added to 
preparations of said lipid mobilising agent, followed by incubation in vitro with 
a preparation of adipocytes and assaying to determine the level of lipolytic 
5 activity relative to that of a control sample. 
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Glycoproteins Having Lipid Mobilising Properties and Therapeutic Applications Thereof 


Box No. H APPLICANT 
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UNITED KINGDOM 
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Name and address: (Family name followed by given name; for a legal entity, full official designation. 
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Box is the applicants State (that is, country) of residence if no State of residence is indicated below.) 

TODOROV, PENIO TODOROV 
9 MATTOCK WAY 
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OXFORDSHIRE OX14 2PB 
UNITED KINGDOM 


This person is: 

j | applicant only 
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Box No. IV AGENT OR COMMON REPRESENTATIVE ; OR ADDRESS FOR CORRESPONDENCE 
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of the applicants) before the competent International Authorities as: * agent I I common representative 
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designations which would be permitted under the PCT except any designation(s) indicated in the Supplemental Box as being excluded 
from the scope of this statement. The applicant declares that those additional designations are subject to confirmation and that any 
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CLAIMS 

1. A biologically active lipid mobilising agent for use in therapy 
characterised in that it has the properties and characteristics of a Zn-cx2~ 
glycoprotein, or of a fragment of a Zn-cc2-glycoprotein that has an apparent 
molecular mass M r as determined by gel exclusion chromatography greater 
than 6.0 kDa. 

2. A lipid mobilising agent as claimed in Claim 1 for therapeutic use 
further characterised in that it is a glycosylated polypeptide wherein the 
polypeptide moiety is selected from one of the following groups: 

a) a polypeptide having the amino acid sequence of a Zn-ot2- 
glycoprotein; 

b) a polypeptide which in respect to (a) is deficient in one or more 
amino acids; 

c) a polypeptide in which in respect to (a) one or more amino acids 
are replaced by a different amino acid or acids; 

d) a polypeptide in which in respect to (a) there is a plurality of 
additional amino acids which do not interfere with the biological 
lipolytic activity or which may be readily eliminated; 

e) a polypeptide which is an allelic derivative of a polypeptide 
according to (a). 

3. A biologically active lipid mobilising agent for use in therapy 
consisting essentially of a glycoprotein, or a fragment of said glycoprotein that 
has an apparent relative molecular mass M r , as determined by gel exclusion 
chromatography, greater than 6 kDa, said glycoprotein being characterised in 
that it has a polypeptide amino acid sequence that is homologous with the 
amino acid sequence (SEQ ID No: 1) of human plasma Zn-ct2-glycoprotein, or 
with a variant thereof which is modified by additions, deletions, or substitutions 
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that do not substantially affect its lipid mobilising activity in biological 
systems. 

4. A purified biologically active lipid mobilising agent for use in therapy 
characterised in that it consists essentially of a glycosylated polypeptide 
5 comprising a single main component having an apparent relative molecular 
mass M r of about 43kDa as determined by its electrophoretic mobility when 
subjected to 15% SDS-PAGE electrophoresis and having homology in amino 
acid sequence with the amino acid sequence (SEQ ID No: 1) of human plasma 
Zn-ct2-glycoprotein. 

10 5. A lipid mobilising agent as claimed in Claim 4 further characterised in 

that it is obtainable by a process that includes sequential steps of subjecting 
biological material to ion exchange chromatography, exclusion 
chromatography, and then to hydrophobic interaction chromatography, said 
biological material being a body fluid of a cancer cachexia patient or an extract 

15 of a culture of a MAC 16 tumour cell line deposited under the provisions of the 
Budapest Treaty in the European Collection Of Animal Cell Cultures (ECACC) 
under an Accession No. 89030816. 

6. A lipid mobilising agent for use in therapy as claimed in any one of 
Claims 1 to 3 further characterised in that it has an apparent relative molecular 

20 mass M r of about 43kDa as determined by its electrophorectic mobility when 
subjected to 15% SDS-PAGE electrophoresis. 

7. A lipid mobilising agent for use in therapy as claimed in any one of 
Claims 4 to 6 further characterised in that when subjected to digestion with 
chymotrypsin, it is fragmented and its lipid mobilising properties are destroyed. 

25 8. A lipid mobilising agent for use in therapy as claimed in any one of 

Claims 4 to 7 further characterised in that it has the potential in vitro to 
stimulate adenylate cyclase activity in a guanine triphosphate (GTP) dependent 
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process upon incubation with murine adipocyte plasma membranes. 

9. A lipid mobilising agent for use in therapy as claimed in any one of 
Claims 4 to 8 further characterised in that it has substantially the same 
immunological properties as human Zn-cc2-glycoprotein. 

5 10. A biologically active lipid mobilising agent for use in therapy that is a 
fragment of the glycoprotein or glycosylated polypeptide of the lipid mobilising 
agent claimed in any one of Claims 4 to 9. 

11. A biologically active lipid mobilising agent for use in therapy that is a 
fragment of the glycoprotein or glycosylated polypeptide of the lipid mobilising 

10 agent claimed in any one of Claims 4 to 9, said fragment being a product of 
digesting said glycoprotein or glycosylated polypeptide with trypsin 

12. A lipid mobilising agent for use in therapy as claimed in any one of the 
preceding claims further characterised in that it is substantially free of 
proteolytic activity. 

15 13. A lipid mobilising agent for use in therapy as claimed in any one of the 
preceding claims further characterised in that the polypeptide chain of the 
polypeptide component has an N-terminus blocked by a pyroglutamate residue. 

14. A lipid mobilising agent for use in therapy as claimed in any one of the 
preceding claims further characterised in that the lipid mobilising activity is 

20 destroyed by periodate treatment. 

15. Use of a lipid mobilising agent as claimed in any of the preceding 
claims, or a therapeutically effective fragment derived therefrom, for the 
manufacture of a medicament useful in human medicine for treating conditions 
of overweight or obesity and/or for stimulating muscle development. 

25 16. A method of isolating and purifying a lipid mobilising agent having the 
properties and characteristics of a Zn-a2-glycoprotein, said method comprising 
subjecting an extract of a cachexia-inducing tumour or of a culture of a 
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cachexia- inducing tumour cell line, or a sample of urine or other body fluid of a 
mammal bearing a cachexia-inducing tumour, to a combination of ion 
exchange, gel filtration size exclusion chromatography, and hydrophobic 
interaction chromatography, and recovering a single product or molecular 
5 species having an apparent relative molecular mass of 43kDa, as determined by 
15% SDS-PAGE electrophoresis, which is substantially free of proteolytic 
activity. 

17. A pharmaceutical composition for use in treating mammals, said 
composition containing as the active constituent an effective therapeutic 

10 amount of a lipid mobilising agent as claimed in any one of Claims 1 to 14, 
together with a pharmaceutically acceptable carrier, diluent or excipient. 

18. A pharmaceutical composition as claimed in Claim 17 which is an 
injectable formulation incorporating a carrier in the form of a pharmaceutically 
acceptable injection vehicle. 

15 19. A method of treating a mammal to bring about a weight reduction or 
reduction in obesity, said method comprising administering to the mammal a 
therapeutically effective dosage of a lipid mobilising agent as claimed in any 
one of Claims 1 to 14. 

20. A method of treating a mammal to bring about a weight reduction or 
20 reduction in obesity, said method comprising administering to the mammal a 

therapeutically effective dosage of a glycoprotein identical to or homologous 
with human Zn-a2-glycoprotein, or an effective fragment thereof, substantially 
free of any proteolytic activity. 

21. A diagnostic method for detecting the presence of a tumour in 
25 mammals and/or for monitoring the progress of treatment of such a tumour, 

said method comprising taking from said mammal a sample of urine, blood 
serum or other body fluid and testing to detect the presence of and/or to 
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measure the amount therein of the lipid mobilising agent claimed in any one of 
Claims 1 to 14 or of Zn-a2-glycoprotein. 

22. A diagnostic method as claimed in Claim 21 wherein the testing is 
carried out by use of a biochemical reagent capable of specifically recognising 

5 and binding to Zn-oc2-glycoprotein. 

23. A diagnostic method as claimed in Claim 22 wherein the biochemical 
reagent is a monoclonal or polyclonal antibody. 

24. A diagnostic method as claimed in any one of Claims 21 to 23 further 
characterised in that it is applied to a sample of urine. 

10 25. A diagnostic kit for carrying out the method of Claim 21, said kit 
comprising a receptacle for receiving the sample of body fluid, a biochemical 
reagent for detecting said lipid mobilising agent or Zn-<X2-glycoprotein, and 
instructions for use of said kit. 

26. Use of a lipid mobilising agent as defined in any one of Claims 1 to 14 
15 for producing antibodies for use as a diagnostic detecting agent for use in 

therapy as inhibitors or antagonists to the lipid mobilising agent causing 
cachexia in cancer patients. 

27. A preparation of one or more antibodies capable of specifically 
recognising and binding to the lipid mobilising agent claimed in any one of 

20 Claims 1 to 14. 

28. A monoclonal antibody to an antigen consisting of the lipid mobilising 
agent claimed in any one of Claims 1 to 14. 

29. Use of the antibody or antibody preparation claimed in Claim 27 or 28 
for the manufacture of a medical preparation or medicament for the treatment 

25 of cachexia-associated cancer and/or tumours. 

30. Use of a lipid mobilising agent as defined in any one of Claims 1 to 14 
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for screening and identifying and/or for carrying out investigations of possible 
lipolytic activity inhibiting agents having potential as anti-cachectic or 
antitumour therapeutic agents. 

31. Use as claimed in Claim 30 wherein samples of possible antagonists 
to, or inhibitors of, the activity of said lipid mobilising agent are added to 
preparations of said lipid mobilising agent, followed by incubation in vitro with 
a preparation of adipocytes and assaying to determine the level of lipolytic 
activity relative to that of a control sample. 



